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PROCEEDLNGS
QPENI NG REVARKS

HAROD T, SHAPIRO Ph. D
DR SHAPI RO Wl cone, everyone. | would like

to get our neeting started.

| notice Eric, in making out these agendas,
lives in the hopeful anticipation that all of us have 15
m nutes worth of sonething inportant to say, which I
conti nuously di sappoi nt hi mbut neverthel ess he keeps on
hopi ng. | cannot hel p hi mout today.

| just want to thank everyone for being here
today and we do have, | think, sone really rather
i mportant and interesting projects to review today.

Sone of which are underway and ot hers about to get
underway, which will really be quite inportant for the
comm ssi on over the next year-and-a-half or so.

So let me turn the m crophone over to Eric who
first has an introduction to make and then we w Il get
on with our discussions today.

DR. MESLIN.  Thanks very rmnuch.

For those in the room who have noticed that
there is a new person sitting on ny left, | wanted to
| et the comm ssion know and the public who is here that
are very pleased that Dr. Marjorie Speers, Deputy

Associate Director for Science Policy at the CDC, has
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t hrough an arrangenent with the CDC been brought to NBAC
to work with us as the project director for our com ng
"oversight report.” | put that in quotes because it is
yet to have an official title.

Dr. Speers is uniquely qualified to lead this
project on NBAC s behalf both with her extensive
experience in federal policy and in human subjects
protections and with her well-known expertise in
regul atory structure. | know you will all benefit from
her wi se counsel and her assi stance.

| would also just |ike to acknow edge for the
record how grateful we are to the CDC for allowing us to
have Dr. Speers join us. | think it will be of great
benefit to the CDC and, indeed, the entire Federal
Governnment to have Marjorie onboard.

So wel cone, Marjorie.

You wi Il be hearing nore about how the sort of
nuts and bolts of the arrangenent works. W hope to
have Marjorie physically located wwth us at the NBAC
offices in the not too distant future but you will see
her participating in discussions electronically and
otherwi se in the days and weeks to cone.

Qur general plan for the norning as you have
seen in your briefing book is to have three

presentations on nmaterials that were previously
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circulated to you el ectronically.

One prepared by Jonat han Moreno, a consultant
to us that you all know and | ove, and Robert Tanner from
our --

DR BACKLAR  Yes.

(Si mul t aneous di scussion.)

DR MESLIN A pause for effect.

DR SHAPIRO Here, here.

DR MESLIN:  Yes.

Happy Chanukah.

And Robert Tanner fromour staff.

Jonat han and Rob have worked together on that
first docunment in your briefing book |ooking at the IRB
| Ssue.

Kat hi Hanna, who | think you al so know and
| ove as nmuch as Jonathan if not nore --

DR BACKLAR  Yes.

(Si mul t aneous di scussion.)

DR MESLIN. -- nore loving and fondness, has,
as you know, been -- we have contracted with her to work
on anot her project. You will hear from Kat hi .

The only thing | wanted to say very briefly at
the outside was that the materials you have in the
briefing book on this oversight project are really

initial pieces of what will be a much nore conprehensive
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work plan for you. So, in particular, the outline as we
have defined it in the book, which essentially lists a
nunber of inportant questions that we think the report
will want to address should not be confused with an
actual outline, chapters and context, and nethodol ogy.

So | just wanted to alert you to the fact that
t he di scussion we will have this norning should all ow
you to deci de what you think should go into such a work
pl an and we hope within the next ten days to two weeks a
nore substantive outline of what the plan of action
woul d be for conpleting that outline will be. And you
will hear nore fromMarjorie about that in a few
m nut es.

But | did not want you to suffer the
m sperception that the outline, which we have been
trying to provide you for all of our other reports, in
this report is what you need to endorse or adopt or
critique. It really is a set of substantive questions
t hat descri be the scope.

Those are all the remarks | wanted to make to
get conmi ssioners up to date on what the plan of action
Is for this and nmaybe we can just ask Jonat han and Rob
to just wal k us through sone of their materials.

OVERSI GHT OF HUVAN SUBJECTS PRQIECT
SUMVARY OF | RB STUDIES
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JONATHAN D MORENO Ph. D,
UNLVERSITY OF VIRG N A

DR MORENQO Thank you.

Good nor ni ng.

First, I want to say that Rob, as usual, has
done yeoman's service in developing the material that
you have for this first part of the norning. He did so
in the victorious after glow of his successful passage
of the bar exam nation

So congratul ati ons.

(Appl ause.)

DR. TANNER  Thank you.

DR MORENO That is better than being | oved,
isn"t 1t?

(Laughter.)

DR MORENO  You cannot take that to the bank.

DR SHAPIRO W will not discuss that issue.

(Laughter.)

DR MORENO The project is, of course, the
oversi ght project and as a dreaded punster | cannot help
but reflect on the other neaning of the word
"oversight."

It is very easy, particularly inalittle
effort like this, to fail to do justice to the previous

reports by our predecessors, particularly -- and what
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makes ne particul arly anxi ous about organi zing nmateri al
in a summary way like this is that the half dozen or so
reports were done under different authorities. Very
often by largely different people under sonewhat
different historical circunstances with different

pur poses.

So one needs to keep in mnd that there are
| mportant substantive differences that, for exanple,

Al ex over here would probably point out to us in
interpretations of the -- for exanple, the President's
Commi ssion's report in '83.

Nonethel ess, it is rather clear if one does a
review of the half dozen or so reports on the I RB system
or that had sonething to say about the I RB system from
the early "80s to the late '90s, that conmon topics
energe and sonme common thenmes of recomendati on ener ge.

At least in broad -- in a broad fashion. It would
clearly be irresponsible for us not to -- for you, |
suppose, not to be aware of what previous groups have
had to say about this issue since a lot of tine and
noney was spent by sone other smart people on this
guesti on.

So this nmenorandum dated Novenber 23, '99,
entitled "Previous reviews of the federal system of

human subj ects protections,” goes through the follow ng
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-- a summary of the follow ng previous reports:

One by the President's Conm ssion in 1983
entitled "Inplenenti ng Human Research Regul ati ons. ™

The next by the Advisory Conmttee on Human
Radi ati on Experinments from 1995.

It is interesting, by the way, that there is
this sort of 12 year hiatus in major reports on the
syst em

The next in 1996, “Scientific Research”
Continued Vigilance Critical to Protecting Human
Subj ects,” by the United States General Accounting
Ofice.

The next one in '98, "IRB's: A Tine For
Reform™ by the DHHS O fice of the Inspector Ceneral.

And then the O fice of Extranural Research
findings in June of 1998.

Several state reports.

And finally a report by an academ c group with
which I was associated at the University of
Pennsyl vani a, Center for Bioethics.

Looki ng through these reports it is possible
to identify at |east four persistent topical features
and about -- you know, these lists are sonewhat
arbitrary -- but about eight or so thenes in

recommendat i ons.
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Now perhaps | should just add that although
there is this 15-year period over which these reports
take place and there is a certain risk again of
anachronismin trying to sunmari ze what they have to
say, | think it is inportant to point out that the
regul ati ons thensel ves did not change that nuch over
this period. So there is sone background consi st ency
t here.

What did change, | suppose, is the environnent
of research, of clinical research, over this 15, 17, 18
year period. Including not only, as many of you know,
the -- as you all well know, the nature of the business
whi ch was much nore highly capitalized, involved many
nore subjects, got into nultisite research in a nuch
bi gger way than was the case in the early '80s, and
seened at |east to strike many observers as stressing
the IRB systemin a way for which it was not designed in
the late '70s or early '80s.

And, also, the fact that there were certain
public, if you like, scandals that brought the public's
attention back to the question of human subjects
research primarily expressed in the human radiation
experinents controversy.

So there was sone background stability in the

regulations in this period while at the sanme tine there
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was an increasing interest in the public in the question
of human subj ects research, | nean the ethics of that
activity, and that accounts, | think, for the fact that
by the md '90s there is this flurry of new interest.

Perhaps it should al so be said that the
President's Conm ssion report in 1983 was i ntended
partly, as | understand it, as an attenpt to ensure -
- I wish Alex were here actually to say nore about this
-- but to ensure that the National Conmm ssion's
recommendati ons with respect to the human subjects
review systemwere i nplenented in accord with the spirit
of the National Comm ssion. So that docunent is an
attenpt to ensure inplenentation and provi de conti nui ng
gui dance since the National Conm ssion ended.

And then 12 years |ater we have this new
flurry of activity as a result of the human radi ati on
experinments and other things that have happened.

Vell, we tried then to -- and | am not goi ng
to bel abor the obvious, you have this stuff in front of
you, but I amjust going to point out on pages 9 to 11
the persistent features of the reviews that we have
l'i sted.

First of all, several of the reports nention
the i nportance of nonitoring. Both report to -- both in

regard to the nonitoring of the IRB' s thensel ves,
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per haps by the Federal Governnent but al so -- through
the OPRR but arguably al so through the universities

t hensel ves that are responsible for these entities. And
there is nore tal k about the university's responsibility
to nake sure that IRB's function well as we go through
the '90s than there is in the beginning of this period
that | am descri bi ng.

And then the second sense of nonitoring, of
course, is the nonitoring that IRB's have the authority
to do but it is generally agreed rarely do, which is
t hat of consent processes, for exanple, and other

el enents, other nonents in the clinical trials process.

Secondly, many -- in several of these reviews
there are allusions to -- and perhaps illusions as well
to the need for sone kind of ongoing national forumfor
t he assessnment of novel ethical problens in |ight of the
rul es governi ng research involving human subj ects.

But there is great variation in the notion of
what that review -- that national review should or could
be like, including -- had | added our own report on the
I nvol venent of persons with nental disorders in
research. W also had sonmething to say about that or
you did. | should not remnd you of |ast year.

And there are lots of different noti ons about
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how this national review should take place if it should
take place at all.

Thirdly, the reports frequently discuss
problens with | RB managenent, particul arly anong busier
IRBs. This again is a subject that comes up nore
frequently in the last five years than it did 15 years
ago.

There does seemto have been an accel eration
in the activity of sonme university research centers in
the last 15 years. A sense in which there is perhaps a
greater difference in the rate of activity anong the
busier centers as conpared to the | ess busy centers
today than there was in the early ' 80s.

And that is reflected increasingly in the
reviews in the |ast few years that sonme of the busier
IRBs are really busy and that perhaps -- and this is
especially true in the IGreport -- perhaps those that -
- | amsorry, in the Ofice of Extranmural Research
Report -- that perhaps those are the IRBs, the top ten
percent that do 40 percent of the protocols, that
especially need our help or especially need sonebody's
hel p because they are really stressed.

Finally -- oh, and I should al so say that part
of this concern about | RB managenent al so goes to -- and

| think this is quite inportant speaking as a fornmer |IRB
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menber and a current IRB consultant -- the inportance of
| RB nenber training, not only initial training but

conti nui ng education and training, and institutional
support for |RBs.

Just as a footnote to this comment, ny
perception is, | have to say, as sonebody who is
watching this fromthe sidelines, that as a result of
sonme OPRR and FDA activities in the |ast few years there
has been an increasing tendency for institutions to take
nore responsibility for the support of IRBs. Perhaps
that is a kind of Hawt horne effect at work but ny
perception is at |east that the public attention to
t hese i ssues has increased the | evel of support at sone
of the busier centers for |IRBs, including professional
staff support, which can go a |ong way in hel pi ng busy
| RBs.

Finally, anmong the topics discussed, the nore
recent reviews of the systemespecially have identified
problens in the systemof local IRB review, which is
part of the initial spirit at |east of the IRB system
and the Common Rul e.

Local facility based review is supposed to
have many virtues, including being able to identify
specific problens or specific values that obtain in that

area, in that nei ghborhood where that clinical center
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serves also as a care giver and with increasing
multisite studies and with central IRBs that reviewthe
consent forns and protocols for those studies.

Many | ocal IRBs feel that they are no | onger
rel evant, that they are virtually marginalized in that
process, and there is enornous pressure on them as you
know, because there is noney involved for their | ocal
i nvestigators and col | eagues, and this work cannot be
done perhaps if they are not part of this nultisite
study and they nmay not be part of it if the | ocal
approval does not follow

So these are the kinds of stresses that have
been part of reports, the nore recent reports and the
changes in the research environnent that | already
al luded to a couple of tines.

Now j ust going through very briefly sonme of
the typical reconmendations that one sees in these
reports continuing with the sort of neta-analysis | am
doing. First of all, repeatedly one sees the allegation
-- and this is over on page 10 now -- that |RBs have
i nadequat e resources to carry out their functions. |
have already alluded to sone of these problens.

Secondly, there is a problemw th the
preparation of |IRB nenbers, that they should be given

nore education and that institutions should i nvest nore
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resources in ensuring that that is the case.

And perhaps al so increasingly one sees in sone
of these reviews of the systemrecently that
i nvestigators al so should be trained and perhaps there
shoul d be sone | ocal certification required of
I ndi vi dual s who engage in research invol ving human
subjects. That would be a significant change and ny
understanding is that there are several institutions
that are following through with that as we speak.

Thirdly, there is a -- there are -- is a
concern about the jeopardy in which local IRB -- the
|l ocal IRB spirit, the local I RB philosophy is placed by
the fact of nultisite studies and that perhaps those
|l ocal 1RBs in sone way deserve to be supported and to be
ramfied in their work and that their input not be
excluded frommultisite studies.

Fourthly, there is a continuing concern as
none of us wll be surprised to |learn that the
regul atory requirenents are burdensone, unnecessarily
so, particularly with regard to continuing review and to
annual reports.

And there is al so sone concern that -- | do
not el aborate here -- that sone of the work that is done
actually distracts fromthe really inportant issues of

human subj ects protections, that there is too much focus
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on paperwork and not enough focus on what is really
going on, on site.

Fifth, a nunber of these reports contend that
| RBs | ack information regardi ng the conpetence of
i nvestigators even though the local IRB system | think,
Is partly intended, at least inplicitly, to deal with
that problem W know the |ocal reputations of our
col | eagues supposedly. But, in fact, as these pl aces
get bigger and bigger that is not always the case and
one, in fact, may not know, for exanple, if one's
col | eague' s protocol has already gone through anot her
| RB somrewhere and has been rejected.

So there are concerns that there is sone
information that | RBs do not have that may be rel evant
to their deliberations and another dinension of this is
the interesting vexing relationship that ought to exi st
bet ween the Data Safety Monitoring Board and the | RB and
the fact that DSMBs, of course, as part of their role
get information to which no one else is privy but which
may be quite inportant to the IRB in decidi ng whether,
for exanple, it wants to step in and nonitor an ongoi ng
research activity.

| think that is areally interesting problem
and one that may well warrant further consideration by

you.
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The sixth one is one that | have had to
struggle wth because | have to say | know a lot nore --
feel 1 know a | ot nore about the OPRR process than the
FDA and yet one does see repeated references,
particularly recently, in these reports to differing
cultures, the different culture of the two agencies.

And that there is a -- that this puts local IRBs and

i nvestigators and research adm ni strators and academ c
officers in a real bind because on the one hand they are
set up for this conpliance process, which is a sort of a
priori process. It is a prom se basically.

And then on the other hand when they have the
auditors conme in to do this after the fact revi ew that
there is a lack of continuity. There is a |ack of
I ntegration between the sort of phil osophical approaches
of the agencies and it nakes it harder for themto know
whi ch master they should be serving and how to serve
t hem bot h adequatel y.

And | have to say that | have absolutely no
creative ideas about how to handle that one but it is a
concern that you hear people expressing.

The seventh has to do with the fact that we
really -- of course, as often has been said -- do not
know how many human subjects are in research and not

only that we do not know how often those sane



N

o g~ W

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

17

individuals are in research trials repeatedly. That is
true not only of people who are sick but also -- quite
interesting to ne anyway -- it is also true of nornal
vol unt eers.

W do not know how much of a normal vol unteer
I ndustry there is and how nany repeaters there are and
how many people are, in effect, nmaking a |iving by
novi ng from one research study to anot her and whet her
that is an inportant policy question or not I am not
sure but at least it is an indication of howlittle is
known, in fact, about what is going on in the human
subjects world with respect to the peopl e thensel ves.

Finally -- and | have sort of already
mentioned this one. There is a continuing sense that
| RBs need sone sort of guidance and | eadership on
particularly conplex issues that are not directly or
conpr ehensi vel y addressed in regul ation but that have
generated public controversy.

Exanpl es are the use of people in research who
have i npai red deci si on maki ng capacity, genetic research
that may have inplications for persons other than the
subject, himor herself, research interventions in
exotic but very promsing fields |like stemcell therapy
and xenografts.

These are all areas that have been nentioned
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inthe literature and by sone of these reporting groups
about which IRBs very often feel quite bereft of help.
They feel exposed. They have conversations within
t hensel ves and perhaps at their institutions about how
to handl e these. They end up very often on MCW
Bl OETHI CS Di gest rai sing questions about how their
col | eagues handl e these things, which is fine, but
persistently one sees in these reports sonme notion that
there ought to be a way of helping local IRBs feel |ess
exposed, feel |ess vulnerable, feel that they know nore
about what the societal and scientific consensus is
about the propriety of certain kinds of research, and
under what conditions.

So | amgoing to stop there. Actually I wll
not. | amgoing to say one last thing that is just a
procedural matter that | would sort of put on the table
for you. That as you continue to examne the | RB system
It mght be very useful to have at |east one sort of
heari ng or session perhaps with a subcommttee of the
conm ssion if not the full comm ssion with | RB nenbers
t hensel ves chosen fromthe grassroots as it were from
various different kinds of institutions and nonl ocal as
well as local IRBs and al so, of course, in sone way
getting to a representative, whatever that neans, group

of investigators who have to deal with the regul ations.



N

o g~ W

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

19

| think that sonme of what those people are
going to have to say would be really interesting. |
have heard sone -- | have had ny ears burned off on nore
t han one occasi on when they found out that | was
i nvol ved in thinking about these issues. And t hat
clearly is sonething that ought to be part of the
process over the next few nonths it would seemto ne.

Thank you

DI SCUSSI ON W TH COVM SSI ONERS

DR SHAPI RO Thank you.

Before we go to any questions, Eric, do you
want to add anything regardi ng sonme of the next steps at
| east we have tentatively in mnd?

And then let's go to questions and see whet her
t hat nmakes sense to the conm ssioners.

DR MESLIN. Sure. At |east one of the things
we have started immediately is to start to network with
a nunber of folks. | sent around on the NBAC E-list a
not e about the upcom ng PRI M&R neeting which is
occurring starting Sunday and into early next week. |
will be at that neeting on the Monday, as will Marjorie
and Ell en Gadbois fromour staff, at a workshop that was
al ready on the agenda, which we have allowed to be
schedul ed on Monday afternoon at 4: 30 where essentially

we will be there to hear fromand di scuss with
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researchers and IRBs at the PRI M&R neeting concerns and
| deas they have related to this report.

W intended to send out a note earlier,
hopeful |y, maybe | ater today on the MCW Li st Serv
i nform ng them about this neeting and our wllingness to
hear their views. This is certainly part of a broader
outreach effort that we hope to have in place where
ot her national neetings of investigators or
adm nistrators or IRBs we can seek their views in a nore
col | aborative way.

In addition, there will be -- we do have the
opportunity, as Jonathan suggested, to convene either
separate neetings or separate hearings in various parts
of the country and obviously we will be interested to
know what conmm ssioners’ schedules are |ike in that
regard.

Wre there other things you wanted to nention?

DR SHAPIRO. No. | do not think there is
anything el se except let's see what the conm ssioners
t hi nk regardi ng what Jonat han and Eric have put before
you.

Just one other issue which we should include
I n our discussion as we go along this norning is the
i ssue of how we want to -- and to what extent we want to

focus on the so-called i ndependent IRBs, that is |IRBs
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put together out there in the private sector and what
that is and what we should do and how we should find out
about what roles they play and how they function and so
on but that is just one of the itens on the agenda.

Let's just go to questions and comments from
conm ssi oners.

Larry?

DR MIKE: Jonathan, nunber six, OPRR and
FDA, who are -- who is raising those issues and have
different significant problens? It seens to ne the only
ki nd of solution | can think of is that there be sort of
a systematic contact between FDA and OPRR so that FDA
and OPRR can | ook at what FDA has found retrospectively
and say what are the kinds of things they should be
alerted for. Basically who is raising that?

DR MORENO Mostly | would say that it seens
to me to be academ c adm ni strators who have the
responsi bility for conpliance who are very concer ned
about this and that is perhaps another group that you
m ght want to hear from about this.

DR MIKE: But is it a big problemon the FDA
si de?

DR MORENO | do not know how to characterize
it. | amnot sure | want to characterize it for the

record but | have just -- | have had people say to ne
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that they find it -- they feel as though they are
serving two nmasters with different sets of expectations
but I do not know that | can say much nore about it than
t hat .

DR SHAPI RO Jonathan, just to pursue Larry's
guestion and nmake sure | understand both your comrent
and what -- and what Larry has asked. Does this occur
i n circunstances where an academ c health center m ght
be doi ng some kind of joint project on the research --
on a clinical trial of some kind or another and the FDA
of course, needs to be involved and, of course, the
academ c health center has a nultiple project assurance
with OPRR? Is that where it arises?

DR MORENO Yes, | think so. And perhaps one
element of this is also a concern that the IRB -- to
what extent is the IRB responsible for the kinds of
things that the FDA woul d be concerned about, which is
t he net hodol ogi cal adequacy of the study. And not
limted to the consent issues. Maybe that hel ps a
little bit.

Many I RBs, as | think nost of us know, | see
you are noddi ng your heads, we have been in nmany
conversations in IRBs in which questions are raised
about the nethodol ogy of the study, the science, whether

it is warranted, and then sonebody will say, "But wait,
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we are an IRB, that is not our job." And so this is an
area in which there is sone question about slippage of

an OPRR kind of issue and FDA kind of issue in the IRB
syst em

DR SHAPI RO Thank you.

O her comments or questions?

Davi d?

DR COx: Yes.

Jonathan, in terns of your |ooking this up,
out of all the things that you nentioned, and there are
t hings that you hear repeatedly, one of the things that
was not nentioned is sort of the grounding in the
fundanental principles that |RBs are supposed to be, you
know, doing so that there is a common standard by which
even locally --

DR MORENO Right.

DR COX: -- and how often locally that is
di scussed and that it is even clear sort of where the
goal posts are. So I do not have nmuch of a feel for
this overall. Sone places probably do it and sone do
not. Is this an issue?

DR MORENO | think IRB -- again this is
somewhat i npressionistic and sonmewhat based on the
reports that we | ooked at. | think | RB nenbers

understand that their role is human subjects protection



N

o g~ W

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

24

insofar as that is the sort -- | amnot sure of the

| anguage. | cannot renenber the | anguage they used but
the underlying spirit that is supposed to tie all |IRBs
together in what they do. That is understood.

But sonebody said to ne actually yesterday how
often -- how clearly do | RB nenbers thensel ves
understand the regul ati ons, have they read the
regul ations, isn't it often the case that |IRB nenbers
will say, "It is a good thing we have got the | awer
here. That is his or her job or the admnistrator to
worry about the regulations. W are going to worry
about subjects protections in a nore gl obal
phi | osophi cal sense."

But | think that is understood but then when
you -- when people start getting unconfortable -- for
exanple, the definition of mnimal risk, right, which
easily people can then say, "Well, that is a problemfor
the conpliance officer. That is a problemfor the
| awyers. Not -- we have to focus on the protections
guestion."

DR COX: Well, just a -- may | ask a follow
up to that, Harold, because | think when Dr. Lane cane
and spoke to us the -- you are right, the types of
research has changed over the tine but the ethics has

not changed.
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DR MORENO R ght.

DR COX: It is pretty clear. You know, even
| understand what the Bel nont Report is about. And the
-- but how you get that translated is the difficulty.

DR MORENO R ght.

DR COX: So everyone is passing that
translation off to the next guy. Then, in fact, people
-- the road to health is paved with good intentions and
no one is being protected. So sonehow for us to really
sort of focus on this question, which is in sone ways
theoretical but in other ways really practical, the
translation of the stuff, and what | would be | ess keen
about is focusing on, you know, exactly what the nuts
and bolts of the admnistrative operations are and then

m ssing yet one nore tine howit really gets transl ated.

DR MORENO And | think that is why -- |
think that is right. | think that is why people are
very interested in tal king about education and

conti nui ng education for |IRB nenbers and investi gators.

But again | think it would be -- it iIs
i mportant in ny viewto assert that -- at |least again in
ny experience -- | RB nenbers are aware that their role

i s human subjects protections and that at |east prinma
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facia is the case. How -- but how again that -- there
tends to be sone slippage there perhaps in terns of
dealing with the specific issues is what your question
goes to.

DR COX: Yes.

DR SHAPIRO | want to cone back subsequently
to tal k somewhat about the interaction between the |RBs
and the | egal systembut |I have got a nunber of
conm ssioners who want to talk first. As a matter of
fact, the list has just gotten a little |onger.

But, Tom you are first on the |ist.

DR MJRRAY: Jon, as | amsure you are aware,
in some other countries the balance of | RB nenbership is
quite different fromthe United States. W have the
requi rement for one unaffiliated nenber or one |ay
menber .

Now | fully understand that nmany | RB nenbers
see thenselves -- institutional nenbers -- as
bel eaguered and unappreci ated protectors of human
subjects. Nonetheless, | did not see it in any of your
poi nts you noted, has there been any di scussion in any
of these reports or is there discussion anong the IRB
peopl e with whom you have tal ked about the prospect of
changi ng the conposition of IRBs to reflect nore intense

i nput fromthe broader comunity unaffiliated with the
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i nstitution?

DR MORENO Well, this is the other sense of
oversight that | nentioned before by way of self-
defense. W probably shoul d have, although we did not
nmention, that there have been sone recommendati ons al ong
those lines. |In fact, this conm ssion itself
recommended with respect to persons wth nental
di sorders | ast year that there be a couple -- check ne
on this -- a couple of people who have -- on the IRB
that regular reviews protocols that have to do with
people with nental disorders who are famliar with the
probl ens of that population in research.

So the answer is yes although | have to say
that that is not a very promnent thene in the revi ews.

It is -- arguably it is enmerging only in the | ast
couple of years, particularly as the OPRR has identified
| RBs that have failed to take that requirenment seriously
and, as you know, intervene very aggressively.

So, arguably, Tom perhaps if | had nunber
ni ne, the energi ng theme woul d be the nenbership issue
and sort of opening things up. And there nay be a --
al so anot her di nension of that sociol ogically as perhaps
t he fanous FDA wai ver for energency with research under
certain conditions, which requires comunity

consul tati on.
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So | think that is well taken as maybe there
Is a certain populist novenent that is energing as thene
nunber nine that has to do with opening up the
menber ship

DR SHAPIRG  Jin?

DR CHI LDRESS: First, an observation and then
ki nd of an extended questi on about how we m ght proceed
in regard to what Harold has rai sed about i ndependent
|RBs but a prelimnary point. David nentioned about
Belnont and its role in IRB deliberations. As | recall
the McKay report indicated that many | RB nenbers were
virtually unfamliar with the content of the Bel nont
Report and so those kinds of principles were --

(Si mul t aneous di scussion.)

DR CH LDRESS. -- present there without their
knowi ng that they were the Bel nont principles and they
were operative.

| think Harold raised a very inportant
guestion that does not appear at |least as an issue in a
couple of reports and that is what about the independent
| RBs.

And | honestly do not know what is avail abl e
I n studies that have al ready been conducted about a nore
guantitative matter. How many are there, et cetera, et

cetera? Wat kind of |oads do they have? Wat is their
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conposition and the like? And | -- if there is not
material available |ike that then perhaps we ought to
comm ssion a study of that sort.

But, second, | would be interested in
gualitative matters and perhaps having two or three
persons fromsuch IRBs join us for a discussion in a
nore qualitative way.

DR SHAPIRO | think that woul d be very
hel pf ul .

DR MORENO It is interesting. That is a
nice point there. | do not know that there is any data
about how many there are and how many protocols they
review and so forth.

Most of the concern you hear expressed about
nonl ocal I RBs or independent IRBs is not that they are
sl oppy but that they underm ne sort of the norale of the
system If the goal is efficiency then if that reflects
badly on the | ocal university based on | RBs, you know,

i nefficiency nust be a bad thing surely. And then it
has a kind of -- it creates kind of a negative
| mpr essi on

On the other hand, what you do not hear is
that there is sort of outlaws exploiting the system but
they -- rather that they sort of underm ne the | ocal

spirit of IRB review.
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DR SHAPI RO (Ckay. Laurie?

M5. FLYNN: Thank you

| really want to thank Jonathan and Rob for
their report.

| just had a couple of observations that I
t hi nk pick up on sone of your thenes.

W did in ny organization an effort to recruit
people to serve on IRBs as part of our response to the
concerns about protection of human subjects in
situations where nental disorders are the focus and,

I ndeed, got a nunber of fol ks together in July, Patricia
hel ped us train them Trish helped us train them and
now to date have placed about 16 people directly on |IRBs
to provide that additional kind of |ay perspective.

So | have a couple of observations. Nunber
one, there are a | ot of people out there who would |ike
to help and | think we need to think nore clearly about
bri ngi ng the nechani sns toget her.

| RB adm nistrators to a person that we have
heard fromare -- besieged is hardly a strong enough
word. These fol ks feel inundated with tasks. They have
a very difficult time recruiting the individuals that
they need to assist themin those tasks. They point out
regularly that it is often a part-tine volunteer type

position that they have or that they do not have any
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staff to assist themand that the burden of the work
that is placed upon them continues to pile up.

The comments we got back fromthe people we
trai ned who have been placed on | RBs, again reinforcing
sonme of what Jonat han indicated, many of themtold us
that they had been trying -- they had gotten in one day
nore specific formal training than have ever been given
to other nenbers of the IRB about this subject. And we
have had a nunber of requests to reproduce our nmaterial,
whi ch kind of stunned us. W really were anmazed at
this.

The recommendati on that you made to think
about hol ding hearings or getting input or getting a
sense directly fromparticipants in |IRBs and
i nvestigators, | think is really inportant.

The admnistrators, in particularly, are
feeling that they are swmmng in a very heavy current
W th increasing expectations, but notably not increased
resources, are concerned that we understand the
environment in which they are trying to operate. And
point in particular to the fact that they seemto be the
focus of all the attention and "refornt and nobody is
| ooking at what is going on in these private | RBs.

So the notion that we | ook at sone of these

| RBs that are outside the scope of our current, although
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i mper fect system of oversight, is a strong thene and |

do agree that if we listen to this population that is

working directly in the arena we will learn fromit and
we wll also, I think, see the need to expand our focus
and | ook nore directly at what is going on in the -- on

the private side.

DR SHAPI RO D ane?

DR SCOTT-JONES: The question that | have is
the one that Tom has al ready asked, and | woul d just
like to add that, that is regarding the nonaffiliated
menbers of the IRB or the community nenbers, and the
specific points that | would like to make is that it
woul d be great to have sone information about what kind
of education and training are provided to the
nonaffiliated nmenbers. And then how well integrated
t hose nmenbers are into the overall IRB, that is how
confortable are they expressing their views and when
they express their views how well received they are by
the other IRB nenbers in the review of proposal s?

DR SHAPI RO Thank you.

Ber ni e?
DR LO | would offer a few nore suggestions
on the sort of ways we mght proceed. | think a |ot of

t he suggestions that Jimand Laurie and others have

made, | think, will really help us.
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There are two issues that sort of come out
that sort of suggest that we try and find nore enpirical
i nformati on about these issues. One is education.

t hi nk everyone agrees | RB nenbers and investigators need
nore educati onal research ethics.

And | amstruck at how little there is -- |
nmean, there are always these calls for education but
very little on howis it actually being done. Are there
prograns that work? Are there things that |IRBs and
ot hers have tried that do not work? | know from vyou
know, ny other hat -- you know, all the NIH training
grants supposedly have a requirenent for training in

research ethics. So there is sone experience out there.

My guess is that the experience is pretty
negative. It is very perfunctory and not very good
educat i on. But to the extent that people are calling
for education but do not really have any clear ideas on
how to do it and what has worked for others, we could do
a service by bringing together sone people who have
tried to educate both | RB nenbers and investigators to
try to find out what works and what does not.

The other issue that cones up and it was al so
in the draft outline is the idea that the current

regul ations were really drawn up with particul ar
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attention to problens with bionmedical research and now
that the scope of research has expanded there are
guestions as to whether there are new i ssues that cone
up that are not well addressed or whether sone of the
concerns that really were first raised in the bionedica
context and put in the regul ations maybe do not apply to
the text research

W got into this to sone extent with our
research on human biol ogical materials report.

| do not know if there is a place, Jonathan,
where soneone has really gone through and said, |ook,
you know, these regulations really were nmade for the
foll owi ng problens that canme out of the bionedica
research context and here are ways which it does not
apply to social science research or health services
research or epi dem ol ogi c research

And perhaps if that is not readily avail abl e,
I's that sonething we m ght want to conmm ssion a paper
on? Maybe you guys already --

DR SHAPIRO Well, on that issue, Bernie,
obviously every tinme we go down tal ki ng about one aspect
of the issues, the IRBs and how they are really
functioning, we do, as you point out, cone up agai nst
broader issues, that is, is the Common Rule structured

correctly for this reason and ot her reasons, that is
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dealing with -- is a single rule dealing with bionedica
and soci al science and epi dem ol ogi cal and heal th
services research really a useful idea anynore? And
that is an extrenely inportant issue and | amglad you
have raised it. It will conme -- we need to focus on
that in ny view directly when we cone to think about the
Common Rule as a structure but it plays a role here and
| amvery glad you raised that issue.

| think it is one of the inportant issues we
will have to face as we go through this -- as we go
t hrough this project.

| have got Trish and Rhetaugh next.

DR MORENO May | just say one --

DR SHAPIRO Yes.

DR MORENO -- thing directly in response to
what Bernie said? | nmean, | think that also gets well
taken and -- for exanple, in ny university there is the
IRB for -- basically for psychol ogy and soci ol ogy and
there is the IRB for the health sciences. And as |
t hi nk about it, and Rob should check nme on this, | do
not think any of these reports really address that
specific question. | know that the Anerican
Psychol ogi cal Associ ation has been very interested in
this issue over the years and perhaps soneone fromthere

could cone and talk to us about how they perceive this
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| RB i ssue for deception research and so forth.

DR SHAPIRO | think, Jonathan, if | could
say so, also increasingly inportant, especially in
recent years is this health services research. It is a
bi gger and bi gger issue al nost every day and it is
different in character than sone of these -- at least it
is often different in character.

DR. MORENO The other thing I want to add
just with respect to your first point, what educati onal
prograns are there at universities and which ones seem
to work. Actually you could get a panel of
representatives of three institutions that the OPRR says
when | call themthat they verbally at |east refer to
t hese three when people call them Wat is a good
nodel ? Well, they refer to Mnnesota, Rochester and UC
| rvine.

Al'l have educational progranms of various sorts
and | know that in the case of M nnesota and Rochester
they actually have it for the whole institution, all
i nvestigators. In Mnnesota it is animal as well as
human. And at Rochester they have devel oped an exam
that people have to pass in order to do research with
living things. So we could hear nore about that from
t hose peopl e.

DR LO Let ne just ask a question. Do you
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mean UC Irvine or UCSD?

DR MCRENO M understanding was it was
I rvine but do not quote ne.

(Laughter.)

DR. SHAPIRO | have actually seen the exam
from Rochester and it cane up at another session we had
once. | have forgotten exactly what the context was.
There was soneone here tal king but | have actually seen
the examand | have no idea how they correct the exam
The questions are the appropriate ones. It was really
quite -- you know, it is -- the questions -- soneone had
t hought carefully about what the issues were. Now what
happens at the other end | have no know edge one way or
t he ot her.

Trish?

DR BACKLAR: | aminterested that | do not
see anywhere any renmarks or concerns about the issues of
interests of the IRB and the institution but I amal so
interested in conflicts of interest. | did not see that
here. But as we tal k about what | call the offshore
| RBs or the of fshore research, | am not sure which
want to call it --

(Si mul t aneous di scussion.)

DR BACKLAR -- offshore IRBs. | also

understand that sone institutions review research from -
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- not fromtheir institution but literally offshore
research and that they get paid for this. And so then
one begins to wonder about that kind of conflict of

i nterest, not necessarily where the IRBis the offshore
but part of another institution.

DR MORENO The figure | have heard is $500.

DR BACKLAR  Pardon?

DR MORENO One figure | have heard is $500
that they charge to do these reviews. | do not know if
anybody has heard ot her things.

DR BACKLAR | have heard it is not nore than
t hat .

DR MORENO Right.

DR BACKLAR But | have heard up to that.

DR. MORENO Concerning the conflict of
i nterest question and | amespecially interested in the
i ssue of whether financial arrangenents between
I nvestigators and sponsors should be disclosed to the
| RB separately but also arguably to the subjects
t hensel ves.

In all the reports so far as | know there is
only one -- the ones that we cover here -- there is only
one nmention of that and that is in the New York State
report on the use of so-called normal subjects in

research and it is a kind of a throw away |i ne.
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So, in general, the answer is it is not
di scussed in these reports.

DR BACKLAR  There was sonebody who had
spoken about these issues to the conflict of interests,
| believe, when we went to NIMH, he is a physician and a
bi oethicist, and he -- it is hard to pronounce his nane.

DR SHAPI RO. Dani el Soneisty (7).

DR BACKLAR  Yes.

(Si mul t aneous di scussion.)

DR BACKLAR It would be interesting to go
back and | ook at the issue.

DR SHAPI RO Rhet augh?

DR DUVAS: M conment is related to the issue
of training for IRBs and also the relationship between
CDC and OPRR

| am aware that there have been training
prograns in various parts of the country that | think
have been sponsored by OPRR | know that there was one
out in Mchigan and they have been in various parts of
t he country.

It would seemto nme that it mght be hel pful -
- this mght be a good tine to bring OPRR back to us
again so that they can update us on their intelligence.

It seenms -- | have been out on a couple of site visits

with themand | have the distinct inpression that the
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work of this comm ssion has really inspired and fired
the OPRR and | have been inpressed with the breadth and
t he seriousness of their investigations and also with
what has been found on the two visits that | have been
out with them

And so | think it would be a good idea to hear
fromthem agai n because | think that they have kind of
broadened their intelligence in areas that woul d be
useful to us.

One of the things that | mght nention is that
it seens that the IRBs are serious about having a
communi ty nenber but they have one person fromthe
broader community and in talking with those people, from
a sanple of two, they feel sonewhat overwhelned with the
responsibility of representing a community that is yet
undefined to themso that their expectations are
overwhelmng. And there is a lot that | think can be
| ear ned t hrough that.

DR, SHAPIRO. Eric, you had sonethi ng?

DR MESLIN  Just two quick rem nders. You
may not have seen themburied in the briefing book.
Pi cking up on one of Bernie's points about health
services research, we included a note fromthe Institute
of Medicine about a panel that they are putting together

and they hope to be done within a year to 18 nonths
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| ooki ng specifically at I RBs and health services
research

So we will not want to repeat what they are
doing but we will certainly track what they are doing
and perhaps even invite the chair once he or she has
been appoi nt ed.

Bernie, | do not know if you know any nore
about that panel yet and whether it has been
constituted?

The second -- picking up on sonething Tom
Murray raised before he stepped away regarding | ay
nmenbers and experience fromother places, there -- |
think it would be useful for us to do a conparison or at
| east learn fromthe experiences fromother countries.

Fortunately, we have an international project
underway which is doing much of that right now but there
are several other countries who have different
approaches not only to oversight and review of the |IRB
nodel but also to the constitution of | RBs thensel ves.
New Zeal and is one exanple where there is a greater
proportion of lay nmenbers than our federal regul ations
require. So | hope you will agree that it will nmake
sense to | ook outside of the U S. borders to the
experience fromother countries in review issues.

DR SHAPI RO D ane?



N

o g~ W

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

42

DR SCOTT-JONES: | have a coupl e of conments.
The first is Jonathan nentioned APA, the Anerican

Psychol ogi cal Association, in response to Bernie's
guestion about differences between bionedi cal research
and ot her kinds of research that are revi ened.

| wanted to let you know that | serve on the
Arer i can Psychol ogi cal Association's task force, which
is revising its ethical standards for research with
human participants, and | can, if you like, provide a
stat enent about the experiences we have had over the
past two or three years and the positive and negative
reactions to our task force's work and I can also give a
copy of the docunent that we devel oped.

Then the second comment that | have is
regar di ng, nunber one, the adequacy of the IRB's
resources to do its work in Jonathan's docunent to us.
| think this issue extends beyond what is witten here
and when there are inadequate resources there are |ong
del ays and negative experiences that investigators have,
they then alter their opinion of the whole | RB process
so it is not just recognized as a probl em of resources.

It then becones |abeled as a problemwi th the |RB
generally and it causes investigators -- many of them --
to develop an attitude of great disdain for the entire

process and to reconmend that the process is in itself



N

o g~ W

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

43

| nappropri at e.

So I hope in what we do we can try to separate
those issues. That is those that are arising solely
frominadequate sources fromissues that have to do with
the process itself and whether we need this type of
process.

DR SHAPI RO Thank you.

Just before we go on, |let ne ask everyone,
despite the fact this is a small room and one thinks
that you can easily be heard, it is very hard for the
transcriber to hear us unless we talk pretty close to
t he m crophone.

DR SCOIT-JONES. | am sorry.

DR SHAPIRGO No, it is not only -- | did not
nmean to do it now It is just that | got the note on a
paper in front of nme just now. So, please, when people
speak try to speak close to the mcrophone. It just
makes it easier for our colleague here who is doing the
transcription.

Let ne ask Jonat han a question which
i ndi cated | woul d ask way back at the beginning. That
I's how all these considerations interact wth | egal
requi renents and what it is that -- constraints that may
be placed on the IRBs by having a | egal requirenent

which are not directly in these regul ations but cone
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from broader concerns of hospitals. Let nme give you an
exanpl e.

Informed consent. It is one thing to hear
calls all the tine to have sinplified and understandabl e
i nformed consent docunents. It is another thing to hear
from general counsel of the hospital what you have to
put in to protect yourself fromsone potential suit down
the road and by the tine you get through with this you
sort of throw up your hands and say, "Wll, ask the
| egal people, | cannot even deal with this anynore."

My question is, is this sonething you hear
often or people bring up? Did || just invent this in ny
own i magi nation? |Is that an issue at all? Just inform
consent is one exanple. There can be many ot her
exanples in the | RB operations.

DR MORENO Here | really think -- | hesitate
to say nuch for fear of prejudicing your views. | nean,
| have to speak from ny own experience.

DR SHAPI RO Yes.

DR MORENO | nmay be wong about this and |
think this is another reason for these panels to give a
sort of qualitative w ndow on the rel ationship of |egal
counsel in the university.

But ny inpression is that the | awers do not

get involved until there is a problemthat is brought to
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their attention either by the IRB or by sone other party
so that, in fact, there is not very much invol venent and
arguably there nmay be instances in which there should be
nore invol venent by | egal counsel

So |l think it is just the other sort of
problem They tend to put out fires after they have
al ready started.

DR SHAPIRO Let ne try to push that because
while that may be -- what typically happens in many
cases like this, although | cannot speak directly with
respect to the IRBs, is, yes, a fire happens and
general counsel cones in. But then the rul es change
forever and the bureaucratic systemjust accumul ates
these rules. They do not go away.

DR MORENO Right.

DR. SHAPIRO. And one fire on top of another
fire on top of another fire eventually | eads you to a
rat her conpl ex situation. Again | am not asserting
this is the case.

DR MORENO It is, in fact, true

DR SHAPIRO | amjust wondering if it is --

DR MORENO | agree with you in this sense.

One does hear investigators, | amsure others of you as
wel |, conplain about sone requirenment. And then when

you point out that that is not a federal requirenent,
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that that is a local requirenent -- | have had countl ess
conversations with people fromny own institution and
other institutions about this, and they will say, "Oh,
well, that is crazy." Well, it may be crazy but that is
the way your institution has decided to do it.

So | think we are in the sane ball park here.

There is a sort of local accretion of requirenents that
are often confused with federal requirenents.

DR SHAPI RO Laurie, do you have anyt hi ng?

And then Steve.

M5. FLYNN: Yes. Just another comment on this
| ssue of infornmed consent because this, too, has been a
real focus that ny organization and others in the
psychiatric research arena have had. And | have spent
some time going and wat chi ng i nformed consent procedures
and have been struck by the variability of what passes
for inforned consent in sone places.

It has nothing to do wth the docunent. |
nmean, you are quite correct. The docunents today are
extraordi nary and have very little understandability to
t he average individual and are quite challenging if we
are concerned about particularly vul nerabl e subjects.

So that institutions that are trying to be
responsive to the concerns that are abroad are | ooking

for ways to supplenent. W produced a little videotape
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that is aimed directly at the potential subject and kind
of boils it all down to the questions you should ask and
t he things you shoul d know.

But the institutions thenselves, | think, feel
very nmuch like the | awers have abandoned them mnuch as
Jonat han said, that the |l awers show up only when there
Is a threatening letter or a lawsuit arrives, and |
think they feel very insecure about how they can neet
both the legal test and the real test of protection.

Again this cones back to the IRBin terns of
what is their job. How does the IRB really assure
itself in the face of these nounting concerns, this
vol um nous paper, the signature on which does not
necessarily inply that real understandi ng was achi eved.

Sol think it is a very critical issue and I
think it is one that continues to vex institutions and
the | awers have basically taken, if you will pardon the
expression, a very narrow | egalistic approach.

DR, SHAPI RO  You know, | amstruck in this
conversation by its relationship to an i ssue we were
di scussing yesterday in the international context where
we are wondering al oud whet her we should, as Ruth
suggest ed, distinguish between the substantive and
procedural requirenments for informed consent.

And one of the specific issues is, well, what
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about sonething having to be witten and signed. Here
I's one exanple. And the FDA suggests that nmaybe that
ought to be wai ved. Vell, we will not waive it here
but in sone sense it is already waived since nobody pays
any attention to that part of it and we have to bring up
ot her ways, as you have rather inmaginatively -- you and
your col |l eagues have sort of worked on inaginatively to
make sure there is understanding that the witten and
signed part is not the substantive part really. It is
what you are able to get themto really understand.

DR MORENO May | just add two ot her comments

to this colloquy on the role of the lawin this process?

The recent Stanford experience is very
instructive. The fact that Stanford knew there was a
federal regulation on the use of prisoners and forgot
there was a state regulation and had a problemw th
that. This is an instance in which arguably |egal input
at the right tinme would have been very val uabl e and t hey
did not get it, and again it goes to the point that
Laurie is making that it tends to cone rather late if it
cones at all.

And yet you are right. There is still an
accretion of requirenents |ocally.

DR SHAPIRO The worst of all worlds here.
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DR MORENO But they are bureaucratic. They

are bureaucratic. They are not necessarily based in the

| aw.

DR SHAPIRO Right.

DR MORENO At the same tinme with respect to
research invol ving persons who are not -- who are not --

do not neet sone standard of decision making capacity,
there is a continuing issue in many jurisdictions, nmany
states | can tell you because | have been talking to
peopl e about this, about the extent to which that kind
of research can go on to be in strict accordance with
the law with respect to who has deci si on making
authority for these people in that state.

And IRBs are being permtted to go al ong and
approve -- | know you know sonet hing about this --
| RBs are being permtted at nany institutions to go
al ong and approve research with certain surrogate
deci si on nmakers invol ved who do not clearly neet what
woul d seemto be legal requirenents in that state for
the authority to enter those people into research.

You may want to say nore about this.

So this is an exanple in which there is a kind
of -- there is areal anbiguity. There is a -- and
there is perhaps a certain wink and a nod about what is

permtted and about -- and the |lack of contact between
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the law and what is the actual procedures.

DR SHAPI RO. Steve, you have been waiting
patiently.

You changed your mnd. Ckay.

Any ot her comments about this? Cbviously we
have quite a work plan in front of us dealing with this
but I think -- excuse ne.

DR CASSELL: One very quick one. | did hear
the word "education."

(Laughter.)

DR SHAPIRO R ght. So far so good, Eric.

DR CASSELL: Yes.

DR SHAPI RO Ckay. Any other comments,
guestions, suggestions? Again we will have to
comm ssioners well before, I think, the next neeting a
coherent set of issues and exactly what we are pl anni ng
to do, which neetings we are going to attend, what
panels we are going to invite it. There were a nunber
of very good suggestions here today which we will try to
foll ow up on.

Jonat han, thank you. Thank you both very nuch
for this. You are certainly welcone to stay and let's
turn now to our next subject.

Eric?

DR MESLIN. | think we are now at the point
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t hat Kat hi Hanna can give us an update on -- follow ng
up fromour request for getting nore information about
f ederal agenci es.

Kat hi ?

SUMVARY OF FEDERAL AGENCI ES | NPUT
KATH E. HANNA MS. . Ph. D

DR HANNA: | will be very brief because | am
really just going to update you on sone procedural
i ssues in terns of --

DR SHAPIRG | do not think your m crophone
I s wor ki ng.

DR. HANNA: |Is this one working? Ckay.

| amjust going to provide you with an update
on sone of the procedural issues that we are pursuing
right nowin terns of collecting federal agency data. In
the briefing book there is a neno that explains and
refreshes for you the history of how these data were
col | ect ed.

Just to give you the short story here, we have
-- Rob and | have spent a consi derabl e anount of tine
going through the files and | ooking at the data. At the
Sept enber neeting several conm ssioners nmade a specific
request that we do that.

VW have pretty much gone through the first

cursory review of the files and there is a | ot of useful
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information in there. However, it is dated and what we
have decided to do is kind of a two step process here.

One is to respond to the letter that went out
fromDr. Shapiro to the federal agencies several weeks
ago telling themthat we are now going to be asking for
t hei r cooperation again.

And what we are going to do is ask them-- we
are going to send them back because -- in the interim
t he person that m ght have responded to the inial
request to the Executive Order or mght have responded
tothe initial interview that was conducted perhaps two-
and- a-half years ago mi ght not be there anynore. So we
are going to give the agencies the original response to
t he Executive Order, which vary in length froma few
pages to hundreds, so that we -- they know exactly what
we are referring to. That will be their -- the first
response that was given.

The next set of data that were collected we
have in house. It is sonewhat irregular. Parts of it
are useful. W will not be returning that data to them
for review Rather we will be asking themto give us an
update on any changes in their policies or practices
t hat have occurred since they first responded to the
Executive Order. |If they have any witten docunents

t hat have been produced since then we would |ike to get
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copi es of those.

Now many of the agenci es have been providing
these to us over the past few years. So for nmany of
themit just nmeans maki ng anot her xerox copy and sendi ng
it on to us.

In addition because we would like to get sone
uniforminformati on across the agencies that is current,
we wll be asking themto respond to roughly ten or
twel ve questions. These questions have to do with their
research portfolio, the type of research they do, the
research designs that they use, what their
infrastructure is for protecting human subjects. So
there will be a series of questions. W are trying to
keep it short and very much to the point.

They will also be given the opportunity to
i nformus of any education or outreach activities they
conduct in terns of informng their grantees or their
I nvestigators about human subjects protections.

W wiill also ask themto give us input on
I ssues that they think NBAC shoul d be addressing. W
have done this repeatedly. There have been nmany
opportunities for themto do so. This will be in a nuch
nore formal approach of doing it.

What we plan to do is at the Decenber 13th

neeting where all the agency representatives will be
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convened is to share this draft set of questions with
themto nmake sure that we are asking the right questions
and that we are fram ng them properly.

One of the problens that | had with sone of
the original questions that were asked was that they
were trying to -- there was an attenpt to force
categories that all agencies could respond to and |
t hi nk what we ended up with were sone enpty cells here
and there because the agencies are quite different in
what they do.

So | amhoping that with this process it wll
allow for alittle bit nore of the texture and the
conpl exity of the agencies to cone through.

W wil also be taking a close | ook at any
other regulations or laws that the agencies are facing
that they have to conply with on a daily basis that are
either in conflict with the Common Rul e or suppl enent al
to the Coomon Rule. Mich as each IRB at an institution

m ght have devel oped their own policies and procedures.

Many of the federal agencies have al so
devel oped their own policies and procedures so the
Common Rule is just one set of regulations that they are
dealing with and we need a nuch better understandi ng of

what other issues they are dealing wth.
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| think on the basis of collecting that set of
data, | think they have until roughly the end of January
to respond to us. W will then begin to try and frane
the i ssues that have arisen and rather than providing a
report that is an agency by agency reviewit wll be
nore raising the issues that have cone out of collecting
these data with exanples of particul ar problens or
particul ar approaches that are working that the agencies
can provi de.

DR SHAPI RO Thank you very nuch, Kathi.
Thank you for the work that you are doing and getting us
t ogether on this.

Ji nP

DI SCUSSI ON W TH COVM SSI ONERS

DR CH LDRESS. Thanks very much, Kathi. | am
delighted that you were able to actually find sone
things in the earlier work that coul d be redeened.

| think the plan you have developed is really
a good one for getting at the kinds of issues that woul d
be inportant to us in our report and that we were much
too specific in the kinds of things that were being
asked for earlier.

Thank you

DR SHAPI RO Any ot her comments?

Rachel ?
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DR LEVINSON: | just want to add to what
Kat hi said about what will be done at the neeting on
Decenber 13th. | think the points you just nmade about
what agencies do in addition to enforcing conpliance
with the Common Rul e, any procedures that they have
devel oped in response to the sense that the Common Rul e
may not be the perfect or conplete nodel that is useful
for their agency. | wll also encourage themto use
this as an opportunity to provide input to NBAC on this
report, to provide broader comments on the federal
system of oversight as a whole, to give exanpl es of
problens that they face within their agencies that nake
their jobs difficult. These are the people on the line,
the internediaries that are interpreting the Common Rul e
in many cases for their investigators. This wuld be a
useful tinme for themto provide that information to
NBAC

DR SHAPI RO Thank you.

Thank you very nmuch for nobilizing that
nmeeting on the 13th. That should be very hel pful to the
pr ocess.

Any ot her questions on this particular issue?

Vell, let me say a fewthings and then | am

going to turn to Eric to talk about the broader outline
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of this report.

The two i ssues we have discussed so far this
norning, that is an evaluation and assessnent of how the
| RBs are doi ng and what changes m ght be necessary to
make the system nore coherent or at |east nore
satisfactory fromour perspective is an inportant thing.

That is what Jonathan and others are | eading us on.

O course, how the federal agencies operate
within the systemand what problens they find with it
and, therefore, what changes we m ght w sh to nake or we
m ght w sh to suggest | should say is a second inportant
aspect of it. And that is what Kathi and others are
| eadi ng us t hrough.

Then we have, of course, the broader issue or
set of issues which keeps popping up even when you
di scuss these particular conponents. Nanely how do we
t hi nk about this whole systemand its adequacies and its
| nadequaci es and what broader set of changes m ght be
appropri ate.

Whet her sonething |i ke the Conmon Rule, the
focus as it is, with its various subparts is really an
adequate structure or is no |longer adequate or needs to
be changed or adapted in sone way is going to be
extrenely inportant. To say nothing of the issue which

we have tal ked about many tines here, that is our w sh
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to get all human subjects or human partici pants,
dependi ng what the right vocabulary is here, covered.
Not just those that are -- cone through sponsored
federal projects or require FDA approval or otherw se
fall under the existing set of regul ations.

W have often expressed our view that everyone
deserves the so-called twin protections in somne
appropriate manner. So that is really the job of the
broader issue which Eric and Marjorie are going to | ead
us in that area.

So let me nowturn to Eric first to begin sone

of our discussions in that area.

REVI EW OF REVI SED QUTLI NE
ERCM NMESLIN Ph D
DR MESLIN  Jonat han and Rob, you are wel cone
to --
DR SHAPI RO They are nore confortabl e back
t here.

DR MESLIN. O be wherever you --

DR SHAPI RO Lean against the wall.

DR MESLIN  Kathi needs conpany.

O you can cone up here if you want.

The -- as | nentioned a nonent ago, the draft
outline that you have in your books is the second

version of this docunent but to be quite honest about
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it, it is probably the ninth version of an outline that
t he comm ssion has seen over the | ast couple of years
that has attenpted to weld or neld together a nunber of
di sparate topics, including the IRB structure and
function, the oversight process, the adequacy of the
Common Rul e, et cetera.

Il wll ask you to suspend your -- either
critique about whether this is the eighth, the ninth,
the third or the first outline and just keep in mnd
that this is organized really as a scope docunent. One
that is attenpting to capture as nmany of the issues
phrased as questions as we essentially could cone up
with that attenpted to address these two or three ngjor
domai ns of work.

Il will just nention briefly what sone of the
| deas were that inforned this quasi outline and we are
hopi ng that you will be able to both provide us sone
f eedback about the scope question knowing that this is a
prom ssory note for a work plan which will be nore
substantive within the next ten days or so. But
certainly -- and we promse -- well in advance of the
next neeting so that you wll have had a chance over the
E-mail list to give sone coments.

The first point relates to the Conmon Rul e

i ssue. Rachel has alluded to this and so has Harol d.
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It is fairly clear to us as we have been
wor ki ng our through the outline that the approach that
woul d be of greatest use in response to Dr. Lane's
charge to us is to keep in mnd that the Coomon Rule is
only subpart A of the federal policy for the protection
of human subjects. It is only one of many parts of a
federal regulatory structure that we think it is now
i mportant to address froma so to speak top down.

There are a nunber of inbedded questions in
that first section which begins on page 3 and goes on
for several nore pages. No, there was not a particul ar
organi zing principle for why we clustered the questions
in paragraph formin the way that we did al though they
do have sone thematic simlarity.

| think the nost inportant thing to take away
fromthose sets of questions is not whether you like
themall or you do not |ike sonme of them but whether you
think that they adequately capture the kinds of
guestions that NBAC would be able to respond to, gain
information on, and nore relevantly wite
reconmmendati ons for.

So this, | think, we took very seriously Dr.
Lane's question and challenge that this is an
opportunity for NBAC, whether it is follow ng Jonathan's

poi nt that every 10 or 12 years a federal comm ssion
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gets a chance to take a big picture ook and this is our
or your chance. But | think it is inportant to keep in
m nd that unli ke past advisory groups | think this group
may now have a chance to | ook beyond just the Common
Rul e and beyond the bionedi cal paradigmthat the Comon
Rul e seens to have i ncor porated.

The only other thing | will say, and then |et
Marjorie offer sone comments, is that nethodologically -

DR SHAPIRO Eric, how often do we get a
phone call? 1t nust be for you?

(Laughter.)

DR MESLIN  Tel epathically.

Met hodol ogically this -- or chronol ogically
this is not set out as the Cormon Rul e project first,
the | RB project second, et cetera. This is sonething
that we believe ought to go on contenporaneously, that
there wll be a set of discussions, comm ssioned papers
and testinony that we will hope to get on this project
or on this conmponent | should say of the project while
at the sane tine pursuing sonme of the | RB questions.

| would rather not go over nuch nore of it and
then let Marjorie offer sone coments, with the
foll owi ng excepti on:

| think it will be nost hel pful to staff if
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you can for a nmonent think as creatively as you can
about this entire report, that unlike the past reports
whi ch have been topic based and, therefore, al nost
served as case studies, and the logically anterior
guestions to be answered before we got to this one, this
IS now the report where you can ask sone of the big
guesti ons.

It is not that | amstaring at Larry because
he wonders if big questions will take forever. W want
to get this report done, you know, in a reasonable
anount of tine so it can be reviewed and nmade use of.
Clearly this could be a 20 year project. It is not
going to be a 20 year project. It is going to be far
| ess than a 20 year project.

So we would be very interested in hearing not
only your ideas about the scope of either -- any of
t hese sections but ways that we can pursue this above
and beyond the usual and customary ways that we al ways
have, which is conm ssioning papers, as we will, hearing
expert testinony, as we wll. You have already heard
about the PRI M&R i dea and ot her national neetings that
we can go to.

W sent a note around to you on e-nmail and
Bernie Lo responded a few days ago with sone

conversations that he had had with his own I RB chair and
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we hope that all of you who are on IRBs or who have
experience wwth IRBs or wth regulation can start to
spread the word.

Maybe | will ask Marjorie maybe just to nmake a
coupl e of other coments about our process or what she
may want to do next before we open it up for comm ssion
di scussi on.

DR SPEERS:. Thank you.

| just will nmake a few comments to reinforce
what Eric has said.

As we put this outline together, it is -- in
sone ways it is divided into two parts. It is divided
into a conceptual part, which is to weigh the nunber of
questions about the Common Rule in the regulatory
framework and then the other part is to |look at the IRB
system and sone of the nore process and | ess invol ved
types of questions.

What woul d be nost useful for us to nove this
to the next stage is, as Eric said, to get two types of
comments or feedback fromyou. One is on the scope. Do
we seemto have the right questions here? And we tried
to frane these questions in a very neutral way, not
| eaning themeither way. | hope that that is obvious to
you.

Sone of these questions as well|l appear very
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obvious in what the answer may be and so sonme of these
guestions can be answered, | think, fairly quickly or
easily and sone are nuch nore del i berate.

And then the second piece of information this
norning is to help us -- give us sone feedback on the
wor k plan, which you see as the next step being, and we
have di scussed that this norning so we will continue
t hat di scussi on.

While we want to pursue both of these two
conponent s sinul taneously, they are deliberately ordered
that we woul d di scuss the Cormon Rule or the regul atory
framework first, followed by the IRB system only in the
sense that, as Eric said, we want to at |east begin by
t hi nking very broadly and, therefore, one thing that
coul d cone out of the discussion when you tal k about the
regul atory framework is whether the IRB systemis the
appropriate systemfor review and nonitoring of
research

And if we started with that discussion first
then it woul d perhaps put sone |imts on the discussion
about the Common Rule. So we felt we needed to start
with the broader discussion and then nove nore to the
di scussion on the institutional review system

If -- 1 would rather at this point open it for

di scussion. |f you have questions about any of the
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particul ar questions we can certainly answer those.

DR SHAPI RO Thank you very nuch.

Larry, and then Bernie?

DR MIKE: Well, first in response to Eric,
| arge does not nean a whole lot of activities. | think
to ne that is the trap we always fall into.

One of the things that we face in this is the
bi onedi cal paradigmbut | think the |arger issue is the
definition of human subjects and | think that we shoul d
| ook in this study and not rule out the fact about
cutting out sonme of the things that are currently under
human subj ects protection and | ooking at other laws |ike
the confidentiality types of information to see whet her
t hose provi de adequate protection so that we can say --
wel |, for exanple, when we listened to the agencies, |
think the DCE especially, a whole | ot of survey research
and try to shoe horn those kinds of things into
sonething in the bionedical paradi gm

So besides looking at -- | would like to see
within the scope of this project whether there m ght be
sonme things that we m ght exclude from human subjects
protection which would fall under other areas of the
| aw, whet her they exi st or whether we propose other ways
of protecting human subjects, trying to shoe horn

everything under it.
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DR SHAPI RO That is hel pful.

Ber ni e?
DR LO First, | want to wel cone Marjorie and
say that we are all looking forward to working with her

on the project.

As | think about the issues that we have
tal ked about and that | hear frominvestigators and | RB
menbers, | amconcerned the current outline nmay not
enable us to sort of get prom nence to sone of the
I ssues which | think may be really inportant. Let ne
j ust suggest what sone of them are.

One is the issue of infornmed consent and the
difficulty ascertaining whether the patient really
under st ood as opposed to they got a piece of paper with
a lot of disclosure on it and how you can better present
information to patients and how you m ght start to
assess whether patients really conprehended that
I nformati on. So to sort of shift away from | ooki ng at
the consent fornms and | ooking to an interaction between
an investigator and a potential participant.

Secondly is the issue of education which we
have tal ked a | ot about and that you do have sone
material to educate the |IRB nenbers but not only --
think we should put in a section on education to

i nvestigators.
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And | think really give it nore prom nence
because it is the sort of thing that in the long run has
to happen and nost reports |ike this have as
recomendati on, you know, the last fromthe end there
shoul d be increased education for |IRB nenbers and
scientists and very little on, you know, how you would
actually do it, what resources do you need, et cetera.

W know how to do it.

Anot her issue is just funding for I RBs and
what shoul d be an adequate | evel of staff support, whose
responsibility is it, howis it now being paid for, and
I s that adequate.

| nmean, again | aminpressed when | talk to
| RB nenbers and chairs they just -- they are doing this,
you know, in their spare tinme, which they do not have
any of. | think it sort of gives the wong nessage that
we pay for statisticians. W pay for people to process
the grants to get the noney but we do not pay for people
to review human subjects protection.

And a final issue is sort of what, if
anything, can we take away fromIRBs. | think certainly
a lot of investigators and I RB nenbers feel there is a
| ot of sort of paperwork bureaucracy they do which seens
to be very inportant fromthe point of view of the

f ederal oversight agenci es. It sort of m sses the
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point of that is not -- is that really the crucial issue
In protecting human subjects? | think there is a
concern that every tinme they get asked to sort of take
on yet another responsibility is there going to be
anything taken away fromtheir responsibilities or at

| east made nore streaniined.

Soneone tal ked earlier about efficiency in
these private IRBs. | think when you talk to university
| RB nenbers they will admt that they get asked to do --
and they spend a ot of tinme doing things which to them
seemjust |ike bean counting and paper pushing, not real
protection issues.

So if we could sort of highlight those | think
that that m ght be useful

DR SHAPIRO Just to comment a little bit on
that before turning to Eric, | think if we can in this
report cone up with some ideas about nmeking the system
nore effective fromeverybody's perspective, not sinply
fromone perspective, then we wll not have any
credibility. So -- it is not possible for nme to believe
that after all this tinme we have not accunul ated in the
system things which are no | onger perform ng any
function at all except taking up people's tine and
filing cabinets.

So |l think that is -- | do not know what they
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are yet. | amnot in a position to say but it seens to
nme that if we cannot find that we have not done very
much work and | do not think we will have nmuch
credibility in the conmunity.

Eric?

DR CASSELL: Well, as | think about the
subject, | think one thing, alnost everybody around this
tabl e has served on an IRB and lots of tinmes for a | ot
of years so it has gotten sort of fixed in there as the
way we do things.

| amsort of interested if we could lay out a
fl ow di agram of how do we protect human subjects. Wat,
in fact, are the protections of human subjects that we
have created apart fromthe institutional formthat they
take and then put back in so we can see whether, in
fact, we are still doing what we neant to do in the
first place.

| would like to see that.

DR SHAPI RO  Ckay.

O her conmments and questions?

Yes, Laurie?

M5. FLYNN. | did not study your -- | confess
-- your outline as carefully as | mght but | heard an
allusion to the issues around confidentiality and

wondered if we will be careful to give enphasis to the
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i mpact of the sort of exploding information technol ogy
on this issue. There is certainly a lot of concern in
sone areas of research about how one conducts research
whil e providing appropriate confidentiality. It bleeds
over into concerns about health services research in
particul ar.

There are al so opportunities that the internet
revolution, as they call it, provide us in terns of
protections and again sone of us are tal king about ways
to provide sort of on line classes for people ongoing in
research to hel p them understand what research is, to
hel p them be partners in research, to continue to expand
the real mof participation for human subjects as they go
forward in research

So | just think there is a whole area that is
perhaps ripe for partnership if we |ook at information
technol ogy and its inpact.

DR SHAPI RO Thank you.

Tonf?
DL SCUSSI ON W TH COVM SSIONERS
DR MURRAY: Well, | want to congratul ate the
preparers of this report. It is very thoughtful and

very thorough
Let ne just nention two things briefly which I

t hi nk m ght be added.
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There is at least one famly of research
par adi gns which seens to fly in the face of the
requirement -- the central requirenent of inforned
consent and those are the various conceptive research
paradi gns which are still permtted and which | was
famliar with 30 years ago nore so than I am now but it
I s al ways rather bothered ne that they seemto have
escaped scruti ny.

The second issue is although we do refer to
federal infrastructure to support IRBs, we do not say
anyt hi ng about the resources that an I RB m ght need nore
broadly and fromw thin say their ow institution. |
think it would be -- it would just be a terrible
oversi ght on our part.

DR SHAPIRO One of the -- | was talking to
Eric and others earlier this norning about this project
and it is an issue one of -- in nmy mnd one of the big
I ssues in here relates both to an issue that Larry
rai sed earlier and others have raised regarding is there
anything less that we can do or nore than we can do.

And that is how-- what it is we call research
and that is really central to this whol e system of
maki ng sure that the decision -- with sone easy deci sion
to decide what is research and what is not research,

t herefore what should fall on one side. | am not for
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t he nmonment occupying a position either way. W put too
much or too little in that category. But rethinking the
definition of what we call research and seeing if we
have it right or not.

| think it is an inportant exercise for us all
as we go through the next few nonths because that really
starts everything off. If it is research you go down
this line, if it is not you are out in sone other world.
There are a nunber of those things and | think perhaps
sonmeone suggested this norning that we want to have a
decision tree or a flow diagram which is what soneone
suggested yesterday. And the one that is very easy --

(Si mul t aneous di scussion.)

DR SHAPIRO -- is often the nost critica
and gets the |least attention. Like what is research?
That is sort of at the top of this. The investigator is
al so near the top. It is essentially investigator
initiated activity. And education and things |like that.

So there is sone really critical big things here that

we need to think through as we get -- at least that is
how -- | do not know the answer to that.

Eric?

DR MESLIN. | just wanted to rem nd
comm ssi oners of another issue that we discussed -- you

have di scussed before related to, in a sense,
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nonr egul at ory mechani sns of oversight. There has been
di scussion around this table about accreditation and
auditing and other institutional nmechanisns. It has
been in two of your previous reports as those
mechani sns.

| know that there are groups, PRI M&R bei ng one
of themthat is interested in following up on this. And
i ke the 1 OM and ot her groups that are working on things
that we m ght be able to take advantage of, obviously
staff wll pursue that, but again it is buried in the
set of questions. | wanted to just draw to your
attention that the interest is not sinply being
presented to you. It is not sinply as regulatory
solutions plus or mnus but what other nonregul atory
opportunities are there for ensuring adequate oversi ght
and protection.

| only raised the audit, accreditation,
di scl osure policy issue as one of those categories, and
it 1s an enornous category obviously. But if you have
ot her suggestions that you would like us to foll ow up on
or would like to share with us ideas about even that
suggesti on we would be grateful.

DR. SHAPI RO.  Jonat han?

DR. MORENO This goes to conments that Bernie

and Lauri e nmade about inforned consent and real
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participation. Something |I did not nention earlier
because it really was not appropriate was that one
continues to hear, of course all of us do, from

I nvestigator coll eagues a | evel of cynicismin sone
guarters about infornmed consent and so | sinply want to
address that problemfor just a nonent.

When the Advisory Commttee on Human Radi ation
Experinents did its subject interview study and they
were interview ng 1,900 subjects around the country in
medi cal oncol ogy, radiation oncol ogy and cardi ol ogy
research, they also did focus groups wth a selective
nunber of those peopl e.

And in discussion with people who have often
been in protocols for a while, studies for a while, they
found peopl e saying things |ike when asked, "D d you

understand the consent form when you signed it?" They

said, "Well, | really did not."

But they would pull it out of their purse or
their briefcase and said, "But, you know, | have reread
it and | do not -- and sonetinmes -- and | showed it to

ny wife and we tal ked about it or | showed it to ny
Uncle Fred, who was a nedic in the war or sonething, and
got sone questions answered."

And they really did | earn about the study as

they were going through it. As the textbooks say,
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i nformed consent is not an event, it is a process if it
real |y worKks.

| think it would be very useful for the NBAC
to think about a way of encouraging -- this is not
possible in all kinds of research, of course, but in
sonme research, particularly Phase | research it may be
possi bl e, encouragi ng and findi ng nechani sns for doing
what often tines is in gerontol ogy settings where there
is reconsenting in a way that is at mninmally burdensone
but nonet hel ess gives people the sense that they really
are involved in an educati onal process.

It would be wonderful, I think, if the
comm ssion could find a way of encouragi ng institutions
to see that that happens when it can happen.

DR SHAPIRO Just to pick up on a comment
that has already been nmade by -- | just want to -- |
t hink nyself that should be part of what we do, and that
I's the cooment was nade before by sone that we ought to
find parts of the systemthat really are traditions we
can now do w thout because there undoubtedly are sone.

At the sane tinme sonmeone nentioned the
education done by -- | think it was University of
California, Irvine, and Rochester and M nnesota,
guess, were three exanples that Jonat han nentioned. |

do not knowif -- there are sone terrific | RBs around
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the country who really do a very good job, at |east ny
belief, and they are the kind of nodels that we woul d
hope woul d happen.

And it seens to ne it mght be helpful if we
could identify sonme of those, both as exanpl es and as
acknow edgi ng our own or others appreciation for the
fact that even with all of these different -- sone
peopl e have really done an interestingly good job. | do
not know if that is nost of the people or half of the
people or ten percent. | have no idea what the
per cent age i s.

But | do know just in conversations there are
sonme that are really -- really did work well and that
m ght be hel pful also for us to understand what they
did, howthey did it, howthey got that tradition going,
and why it seens to work in those particular places and
not so well el sewhere.

So | hope we will be able to find sone nmaybe
in our attenpts, both at the current neeting and ot her
pl aces, and have people help us identify some of those
institutions, which have done particularly well.

Yes, Marjorie?

DR SPEERS: Harold, your comment is noving us
into the next issue, which is fine, because | think the

group is ready to go there but I did want to ask one
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nore question about scope.

W have got a nunber of comments from you of
things to think about and to add. The flip side of that
is, is there anything in the scope now that shoul d not
be in here that we do not need to address? Are there
any questions that we should be dropping? Is it too
broad? O is there an area that you want to drop?

DR CASSELL: Well, | nean, for nyself, one of
the reasons | asked the question about one of the things
to go into the protection of human subjects, when | | ook
at that again | amgoing to get an idea of what, in
fact, has accreted to this thing that could be dropped
because it is no | onger doing what we thought it was
doing and so forth. W just have not gotten basic
enough for ne at |east to know.

DR SHAPI RO. Steve?

DR HOLTZMAN:. This ties, | think, to Eric's
point and it is going to take the formof a really
strong endorsenent of Harold s suggestion, and that is |
think you have to start at the top with what are the
di fferent kinds of research that are now falling under
the rubric of human subjects because all of these
guesti ons about appropriate education, appropriate
regul ation, the role of the IRB, what is the nature of

consent, what is the notivation and the role of consent
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versus protection, it has been accreting and that |
think is a large part of the issue.

And | think when | |ook at how we took on the
human bi ol ogi cal materials, frommny personal perspective
it started with the assunption this is human subjects
research, and as a result we found ourselves trying to
deal with things in a way that did not for ne really
work. Wereas, if we had gone right to the top and
said, "Howis this different in human subjects
research?", it could have given a whole different
appr oach.

Anot her exanple in the field of genetic
testing, though we have not been dealing with it, the
whol e tradition of genetic counseling arose around the
fact that those genetic tests for nonogeni c di sorders,
hi ghly penetrant that affected reproductive deci sions.
A genetic test is the noral equival ent of a chol esterol
test. Do you really start to tal k about the need for
genetic testing or genetic counseling? And yet because
it is called that you start to lay all of this stuff on
it.

| think that is where we could nmake the nost
salient contributions by going back and sayi ng what are
the different forns of research and what is appropriate

in terns of the goal.
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DR. SHAPI RO Thank you.

Ber ni e?

DR LO | amgoing to say sonething which nmay
be very heretical and nmay get ne thrown out of the
neeti ng.

(Laughter.)

DR LO The outline is very heavily weighted
towards the Common Rul e and sort of how different
agenci es have different needs and different
i nterpretations and stuff. And understanding that this
Is inportant to the admnistration and this is inportant
to Dr. Lane, but | just wonder if that is really where
the noney is in terns of what our task and strengths
are.

What | hear going around the table are issues
that really have to deal with conceptualization of
i ssues and clarification of issues, not so nuch kind of
applying themto different agencies which we do not very
much about and whi ch have their own special needs.

| amjust wondering if -- you know, certainly
in the outline when you | ook at the nunber of lines
devoted to different things, there seemto be a | ot of
material in that and relatively little on sone of the
topics that catch our interest |ike, you know,

education, the consent process, what can we take away,
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how do we address them as fundanental issues.

So | would nmake a plea for our hitting the big
pi cture issues and nmaybe sayi ng, | ook, sonebody needs to
| ook at how different agencies may want to deal with
t hese topics but maybe that is not where our biggest
contribution is.

DR SHAPI RO You cannot get thrown out for
sonething -- it is not heretical enough --

DR LO Ckay.

(Laughter.)

DR SHAPIRO -- to get bounced off the wall
here. It sounds like that is --

DR LO Have all the neetings in San
Franci sco.

(Si mul t aneous di scussi on.)

DR SHAPIRO | nean, it is |logical.

Steve said, | think --

(Si mul t aneous di scussion.)

DR SHAPIRO -- and | quite agree with you
but I do not think at the nonent yet it is one way or
the other but | quite agree with the thrust of your
remar ks.

Davi d?

DR COX: So | do not think it has to be one

way or the other because what Steve was saying if |
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heard himright and | think what you were sayi ng,

Bernie, is that as long as we start at the top then that
will informhow you inplenent it but if you do not
clearly define what it is you are trying to inplenent

t hen you spend all your tinme dealing with stuff that you
really do not care about because you will not know what
it 1s you are trying to inplenent.

In nmy viewthat is the primary problemat the
| ocal level and that is what | was saying to Jonat han.
Wth the human subjects, everyone is there well-neaning
and trying to get stuff done but they are not quite
sure, you know, what the principles are. | know that
sounds silly but it did not sound so silly when Jim
poi nted out that, you know, sone people do not even --
have never heard of the Belnont report. So, you know,
at that level we can certainly do that.

DR SHAPI RO Thank you.

O her comments or questions?

Eric?

DR MESLIN | just wanted to push Bernie a
bit so | made sure that we understood well what his
guesti on was because as you were maki ng your comrent |
certainly was noddi ng that what was the outline was
supposed to be doing, taking the larger picture rather

than the smaller ones. But | am wondering whet her you
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were -- not that | doubt that you were -- serious about
the issue of the m cromanagenent of infornmed consent as
appropriate for this report because in sone ways it is
obviously a very inportant issue that goes w thout
sayi ng.

| thought when you were going to nake your
heretical comment it m ght have been sonething on the
order of do we really believe the 1997 resol ution that
t he comm ssion adopted that the twin protections are
I nfornmed consent and I RB review. Maybe there are other
protections. Maybe those are insufficient.

| am not wanting to put words in your nouth
but were you really asking for nore detail ed thought
about issues |like informed consent in this outline or
was it a broader conceptual question about these things?

DR LO | amcertainly not going to
chal | enge, you know, apple pie and parenthood in terns
of the twin protections for human subjects but, | nean,
one of the things you hear over and over again is the
| RB cares about ny consent form They do not care about
all kinds of other issues like conflicts of interest or
t he consent process.

They just want to nake sure | have got the
ri ght | anguage and, you know, ny |IRB, anong others, has

sort of nodel consent forns. You take paragraph A from
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here and paragraph B, cobble it together.

And | think, you know, what Jonathan was
sayi ng, you know, consent is a process. It is an
interaction. It is an educational thing. And just to
sort of say to people that is what really counts and
here i s sone innovative ways to do that well, do not get
scared by consent nonitors, here is sone situations
where it has really worked well and the researchers
thought it was a good idea, it seens to ne that would go
a long way towards changing the view that, you know,
what we are doing here is getting the consent formto
rewite.

| think that would have a | ot nore inpact on
sort of day-to-day research that is done in institutions
i ke m ne.

DR SHAPIRO Larry?

DR MIKE: | do not see any conflict in the
big picture but we are stuck with the fact that we nake
recommendati ons on | arge policies that get inplenented
but the poor IRBis the one that has got do the detail
part so that is the balance that we have got to find
her e.

And | would guess that -- and | agree with
Steve, | nean, you know, we were saying the sane thing.

| said take a | ook at the definition of human subjects.
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You are saying take a look at the definition of
research. And the trick here is to see howit filters
down to the federal agencies and to the |local |IRBs just
to get all those people that have got to the day-to-day
stuff that they have got to do.

DR SHAPIRO. Any other comments or questions?

Eric?

DR MESLIN. Well, there are a couple of next
steps that would be helpful to us so that we do not j ust
bel abor the point.

One is if there are individuals that you think
woul d be nost hel pful to have the comm ssion hear from
soon, or sooner rather than later, we need to know t hat.

| amtal ki ng about the January neeting that is com ng
up in about six weeks. So we would really want to know
sooner rather than |ater.

Secondly, | would very nuch |ike to know
whet her you think there are fol ks that can provide us
wi th substantive assistance in terns of conm ssion paper
witing or on any of the topics that we have just
mentioned. W will send back to you a |ist of action
items of which there are many.

The third itemis whether or not conm ssioners
t hensel ves want to becone nore or | ess engaged in sone

of these neetings that we are planning on attending that
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fall outside of NBAC neetings, going either around the
country to various places, you need to |et us know that.

And | guess fourth and final is really
repeating sonething that Marjorie has just said about
whet her there are things that are mssing fromthis that
shoul d be there or things that are in here that should
not be.

| want to reenphasize one of the itens that
was nmentioned only as a passing note by the independent
IRBs, and it is the question of the -- we will call it
the Common Rule for the nonent, but the extension of
federal protections to the private section

This is a topic that we have tal ked -- you
have tal ked about on a nunber of occasions. The
I ndependent IRB is not the sane issue. That is one
exanpl e of how there are different types of protections
in place. But the conmm ssion has di scussed on nany
occasi ons whether to go outward and get all the agencies
conplying with one set of regulations and outwards until
you have one federal system or one other system

| mentioned before that there are other
countries that do have one systemthat covers both
publicly funded and privately funded research. W wll
share with you the analysis of those countries but |

think we would be grateful to know what kind of remt --
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what kind of |icense you would Iike the staff to
exercise in devel oping the next outline and work plan
regarding the private sector or the public-private
split.

DR SHAPIRO Bette?

M5. KRAMER. Eric, do we have any idea of the
scope of the research, the nunber of subjects that are

i nvol ved on these i ndependent | RBs?

DR MESLIN. | would say no. | do not know if
there are folks around the table. | do not know if John
or Kathi or Bob knows but | -- we do not know but |

think we can make a good faith effort to find out.

M5. KRAMER Right. | think that would be a
guestion that we ought to pursue.

DR SHAPIRO Well, it seens to ne, this is ny
own particular opinion and I think it is shared, that
the comm ssion has a desire to at | east nmake an effort
to see if we cannot devel op a reasonabl e system where we
can feel that all human subjects wll get appropriate
protections irrespective of the |evel of -- or the
source of the financing of a particular experinment.

That woul d nean extending it into the private
sector in additional ways. It already extends there
al ong certain dinensions as we all know. Now desiring

that and being able to design a sensible and thoughtful
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way of doing it is a separate issue but the latter is a
challenge. | do not have a systemto recommend but it
seens to ne that we have an obligation to at least try
to think that through the best way we can.

So if you are asking should we pay attention
to that issue and try to challenge ourselves to find a
way to deal with it, ny answer to that is yes. W
cannot let this opportunity go by us.

Now whet her we will find sonmething we can feel
good about or not, that is an another issue. But it
should not -- to nme it does not seemlike an
overwhel m ng problem Qher countries have done it and
we may not be able to do it or even want to do it the
same way but it does not seemto be an overwhel m ng
chal | enge.

Steve?

DR HOLTZMAN. Again, | think where the
private sector --

DR SHAPI RO Yes.

DR HOLTZMAN. -- to the extent there is one
woul d conme fromon that, it conmes back to the original
guesti on.

DR SHAPIRO R ght. Exactly.

DR HOLTZMAN. Right. It is what are you

attenpting to extend it to?
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DR SHAPIRO Right.

DR HOLTZMAN: Right. | think that is one
poi nt .

| think the second point to recognize is to be
very clear about this issue of independent IRBs. All
right. They arise primarily out of the need and the
desire to conply with the Cormon Rul e when you are doing
human subj ects research that woul d be subject to FDA and
hence is subject to the Conmon Rul e but you are dealing
W th sources and subjects and investigators who are not
part of institutions that have | RBs.

DR SHAPI RO Yes.

DR HOLTZMAN. So it -- sonmehow we are
rhetoric here wwith let's get around the systemand, in
fact, it is --

DR SHAPIRO. No, it is --

DR HOLTZMAN. -- that may be true in sone
I nstances for all | know but it is not to get around the
system it is to conply with the system

DR SHAPIRO My only item-- and | agree with
what you say, Steve, | think ny viewis that | would
|i ke to feel good about all human subjects w thout
prejudi ce one way or another as to whether existing
initiatives are either adequate or inadequate but | do

not -- my guess is that they are not at least fully --
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not w despread enough in sonme sense.

Now it is really quite interesting how
i stening around the table on the issue of conflicts of
i nterest which Trish raised and ot her peopl e have
responded to, and one of the exanples given was the fact
that sone IRBs are now selling their services in sone
sense or charging for their services. Mybe that is a
pejorative way to say it. And the exanple was given of
$500 or $1,000 or sone figure like that.

| actually first heard about this attending
the conference of the Veterans Adm nistration Research
G oup and heard about their desire to do this mainly to
provi de support for the IRBs as a way of building up the
resource base of the IRBs. They would sort of do this.
And ny -- | have been smling all norning because ny
reacti on was the opposite of what | heard. M/ reaction
was how do they dare sell those services, as val uable as
they are, for such a | ow anount per nonth.

(Laughter.)

DR, SHAPIRO That was ny initial response.
They just do not understand what -- how valuable this
service is. | understand that sort of increases the
i ncentive the other way around. There is another side
to that. | certainly understand that. But it seens to

nme that this is one of the nost val uabl e services any
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group could put together and to -- but anyhow that is
just a side issue.

(Si mul t aneous di scussion.)

DR SHAPI RO  Bernie?

DR LO But I think it is really a crucia
I ssue. | nmean we have been saying here the IRBs are
under staffed, they do not have the resources, they need
sonebody to give themfull-tine staff and tine for the
chair at |east.

But how you provide that support in ways that
create perverse incentives is very tricky. | nean, |ook
at what is happening with --

DR SHAPIRO | think it is inportant.

DR LO -- financial incentives to doctors.
| nean, we do not know how to pay -- doctors have to be
paid but we do not know how to pay themin ways that
does not create nore problens or a procession of
problens. So | think we need to tackle both issues
together otherwise we are sort of asking for pie in the
sky without attention to the real tough details of how
we are going to do it.

DR SHAPI RO  Trish?

DR BACKLAR  Actually that nakes the conflict
of interest worse as people will talk around and pay for

the IRB which will pass the protocol. There is another
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i ssue here and | amwondering if --

(Si mul t aneous di scussi on.)

DR BACKLAR -- it is alittle obscure. | am
very interested in the probl emof when one is on one
side wanting to protect the subjects and then when one
Is on the other side as a researcher, and one’s
experience wwth an IRB, and | amwondering if it would
be very useful, in fact, to also go back to researchers
to find out what are the things that they find are
usel ess that the IRB does with them as opposed to things
that are efficient in terns of protecting the subjects.

W are getting a few hints of that, Bernie,
and ot her peopl e who do research here.

DR SHAPIRO Well, I think it is essential
that we ask investigators both what they |ike and
di sli ke about the system and that woul d be one of our

primary sources of information

DR BACKLAR | did not want to | eave those
out --

DR SHAPIRO Yes. | think -- and we ought to
have -- in ny view we ought to have at one of our

regul ar neetings sone investigators cone and talk to us
as a comm ssion about it so we can question them and see
what ever questions are on people's m nds.

DR BACKLAR: And | think it was inportant
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what Bette brought up and that Jonat han had nenti oned
about not knowi ng how many subjects when what one wants
to do to know al so what Jonat han brought up is how many
subjects do this on a regul ar basis.

It is not just how many subjects generally but
how many subjects may be -- nmay use this on a regul ar
basi s.

DR, SHAPIRO O her comments and questi ons,
| ssues?

kay. Is there anything else on this project?

Not necessarily to go on because we have got lots to do
here. Ckay.

Let ne just say a word. There has, of course,
been sone e-nmail traffic on other topics, topics we are
not spending tine on today -- of course, people are
interested and are very interested, and I aminterested
in as well in patents and other kinds of issues dealing
W th various genetic issues.

On the one hand | am synpathetic to trying --
wanting to do sonething in that area. On the other hand
| remain quite determ ned that we focus our resources on
these two main projects until | feel quite confortable
that we really have those underway and in hand and j ust
as a matter of conservation of our resources. | do not

want to di scourage ongoi hg conversation but | do not
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think we have the resources to really attack them at
this tine so | nentioned that at our |ast neeting.

And | think maybe by our January neeting we
wi || know nore about just what our work plan is and see
what | eeway we have to possibly take on sone ot her
I ssues but | do not feel confortable doing that just yet
until we have our work plans on all these projects in
better shape and we know exactly what resources are
going to be necessary in order to carry them out.

So we will return in the future to sone of
t hese, whether it be January neeting or perhaps the
neeting after that. | amnot sure. So we will return
to that at that tine.

So | do not nmean this in any way to di scourage
our ongoi ng di scussion of these issues. It is just to
say that at |east for sone period of tinme we just do not
have the resources to devote to it other than our
ongoi ng conversations anongst ourselves, which we are
keepi ng very close track of and will pursue at sone tine
at our next neeting or the neeting after that dependi ng
on how the work is going.

Any ot her issues to cone before us?

Ckay. | amthreatening to adjourn this
nmeeti ng.

DR BACKLAR Are you?
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(Si mul t aneous di scussion.)

DR SHAPIRO W are adjourned.

(Wher eupon,

10: 12 a. m)

t he proceedi ngs were adj ourned at

* % * * *
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